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Amendments to the Specification: 

Please replace the paragraph beginning at page 3, line 4 with the following rewritten 
paragraph: 

- Interferon variants with improved solubility and soluble expression have been generated (See 

USSN: _/ , filod Septemb e r 29. 2003 10/676,705, filed September 30, 2003 , titled 

Interferon Variants With Improved Properties, incorporated by reference in its entirety herein). 
Interferon beta variants with enhanced stability have also been claimed, in which the 
hydrophobic core was optimized using rational design methods (WO 00/68387). Alternate 
formulations that promote interferon stability or solubility have also been disclosed (US 
4,675,483; US 5,730,969; US 5,766,582; WO 02/38170). Interferon beta muteins with enhanced 
solubility have been claimed, in which several leucine and phenylalanine residues are replaced 
with serine, threonine, or tyrosine residues (WO 98/48018). - 

Please replace the paragraph beginning at page 4, line 31: 

--Figure 1 shows amino acid sequences (SEP ID NOS:l-49) for type I interferons.-- 

Please replace the paragraph beginning at page 4, line 33 with the following rewritten 
paragraph: 

-Figure 2 shows a sequence alignment of human interferon-alpha subtypes. The sequence 
alignment shows human interferon-alpha 1 (SEP ID NO:l) from residues 24 to 189, human 
interferon-alpha 2a (SEP ID NO:2) from residues 2 to 166, human interferon-alpha 2b (SEP ID 
NO:3) from residues 2 to 166, human interferon-alpha 4 (SEP ID NO:4) from residues 24 to 
189, human interferon-alpha 5 (SEP ID NO:5) from residues 24 to 189. human interferon-alpha 
6 (SEP ID NO:6) from residues 24 to 189, human interferon-alpha 7 (SEP ID NO:7) from 
residues 24 to 189, human interferon-alpha 8 (SEP ID NP:8) from residues 24 to 189, human 
interferon-alpha 10 (SEP ID NP:9) from residues 24 to 189, human interferon-alpha 13 (SEP ID 
NPilO) from residues 24 to 189, human interferon-alpha 14 (SEP ID NP:1 1) from residues 24 
to 189, human interferon-alpha 16 (SEP ID NO:^ from residues 24 to 189, human interferon- 
alpha 17 (SEP ID NO: 13) from residues 24 to 189 and human interferon-alpha 21 (SEP ID 
NO: 14) from residues 24 to 189. - 
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Please replace the paragraph beginning at page 3, line 10 with the following rewritten 
paragraph: 

-Figure 3 shows the sequence alignment of IFN-a2a (1ITF), IFN-p (1 AU1), IFN-k (IFNK), and 
IFN-t (1B5L) that was used to construct the homology model of interferon-kappa. The sequence 
alignment shows IFN-a2a (SEP ID NO:2\ IFN-B (SEP ID NO: 151 IFN-k (SEP ID NO: 16) 
from residue 27 to 179 and IFN-t (SEP ID NP:54). ~ 

Please delete the paragraph beginning on page 5, line 1: 

- Figur e 4 . shows (a) th e structur e of wild typ e IFN a2a obtain e d from PDB cod e 1ITF, and (b) 
the structur e of a circularly p e rmuted variant of IFN a2a.-- 

Please delete the paragraph beginning on page 5, line 4: 

- Figur e 5. shows (a) th e structur e of wild typ e EFN /3 obtain e d from PDB cod e 1AU1, and (b) 
th e structur e of a circularly p e rmuted variant of IFN 

Please insert the enclosed 45-page text entitled "SEQUENCE LISTING" immediately 
preceding the claims. 



11 35947 J 



-4- 



Serial No.: 10/677,093 

Filing Date: September 30, 2003 

Amendments to the Claims: 

The listing of claims will replace all prior versions, and listings, of claims in the applications. 

Listing of Claims: 

Claims 1-4 (original) 

5. (Currently amended) An IFN according to claim 4, wherein said circularly permuted interferon 
is selected from Figure 1, SEQUENCE ID Nos. 35 1 9 SEP ID NOS:35-49 . 

Claim 6 (original) 

7. (Currently amended) An IFN according to claim 5, wherein said circularly permuted 
interferon is selected from Figure 1 SEQUENCE ID Nos. 19 31 Figure L SEP ID NOS: 19-34 . 

Claims 8-19 (original) 
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Amendments to the Figures: 

Please replace Figure 1 with the enclosed replacement formal drawing for Figure 1. 
Please replace Figure 2 with the enclosed replacement formal drawing for Figure 2. 
Please replace Figure 3 with the enclosed replacement formal drawing for Figure 3. 
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